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▪ KRASG12C mutations act as oncogenic drivers and occur in ~14% of 

patients with NSCLC (adenocarcinoma)1

▪ Adagrasib, an inhibitor of KRASG12C, was selected for desired 

properties, including a long half-life (23 hours), dose-dependent PK 

and CNS penetration2,3,4

▪ Clinical activity with adagrasib has been shown in patients in 

multiple KRASG12C-mutated solid tumors including patients with 

NSCLC and either stable/treated or untreated CNS metastases4–9

▪ Several data support combination of adagrasib and immunotherapy

– Adagrasib plus an anti-PD1 antibody demonstrated increased 

immune response and efficacy in preclinical models10

– An increase in innate and adaptive immune responses has been 

observed in tumors from patients treated with adagrasib11

Adagrasib (MRTX849) is a Differentiated KRASG12C Inhibitor: Rationale for 

Combination with Immunotherapy

Increased CD8 T-Cell Responses in 

Adagrasib Post-Treatment Biopsies11

Pre-Treatment
Post-Treatment 

(Adagrasib 600 mg BID, C1D8)

PD-L1 CD8 PanCK PD-L1 CD8 PanCK
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KRYSTAL-1 (849-001) Phase 1b and KRYSTAL-7 (849-007) Phase 2 Cohorts

aKRASG12C mutation detected in tumor tissue and/or ctDNA by sponsor-approved local laboratory testing per protocol. bKRYSTAL-1 phase 1b cohort was initiated using 600 mg BID adagrasib dosing and switched to 400 mg BID dosing during study 

conduct. cMolecular testing for PD-L1 TPS was performed locally or centrally, with a sponsor-approved laboratory and test (PD-L1 IHC 22C3 pharmDx, PD-L1 IHC 28-8 pharmDx or Ventana PD-L1 [SP142] assay). dAn additional cohort (1b) is 

enrolling patients with PD-L1 TPS <1% to receive adagrasib monotherapy, 600 mg BID. eKRYSTAL-7 was initiated using the capsule (fasted) formulation of adagrasib but switched to the tablet (fed or fasted) formulation during study conduct 

ClinicalTrials.gov. NCT04613596

• We report preliminary safety and efficacy data from a phase 1b cohort of KRYSTAL-1 and the phase 2 KRYSTAL-7 studies, evaluating adagrasibe

400 mg BID + pembrolizumab 200 mg IV Q3W in treatment-naïve patients with NSCLC harboring a KRASG12C mutation

• KRYSTAL-1 median follow-up, 19.3 months; KRYSTAL-7 median follow-up 3.5 months

Key Eligibility Criteria

▪ Advanced, unresectable or 

metastatic NSCLC with 

KRASG12C mutationa

▪ No prior systemic therapy 

for locally advanced/ 

metastatic disease

▪ Stable brain metastases 

allowed

Key Study Objectives

▪ Primary endpoint: ORR (RECIST v1.1)

▪ Secondary endpoints: DOR, PFS, OS, 

safety, PK

KRYSTAL-7 Phase 2KRYSTAL-1 Phase 1b

Adagrasib 400 mgb BID + Pembrolizumab

N=7

Cohort 1a, PD-L1 TPS <1%c,d

Adagrasib 400 mg BID + Pembrolizumab

N=11

Cohort 2, PD-L1 TPS ≥1%c

Adagrasib 400 mg BID + Pembrolizumab

N=64

Key Study Objectives

▪ Primary endpoint: safety

▪ Secondary endpoints: ORR (RECIST 

v1.1), DOR, PFS, OS
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-1 (Phase 1b) Tumor Response

aOne additional patient experienced a 49% tumor regression, which allowed for tumor resection prior to achieving RECIST-defined confirmed response. bLipase increased (n=1); ALT increased, AST increased, alkaline phosphatase increased (n=1); 

musculoskeletal pain (n=1); pneumothorax (n=1)

Data as of 30 August, 2022. Median follow-up 19.3 months

▪ Objective responses were observed in 57% (4/7)a of patients across all PD-L1 levels, with a disease control rate of 100%

▪ Responses were observed in 2/2 patients with PD-L1 TPS ≥50%, 1/4 with PD-L1 TPS 1–49%, and 1/1 with PD-L1 TPS <1%

▪ All 4 patients who responded had a durable response >9 months, with 2 still receiving treatment beyond 18 months

▪ Grade 3 TRAEs were seen in 4 patientsb; there were no grade 4 or 5 TRAEs
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Patient Flow

aPooled patients from cohort 1a PD-L1 TPS <1% and cohort 2 PD-L1 TPS ≥1%. bDiscontinued due to death not related to treatment (n=5), lost to follow-up (n=1), adverse event not related to treatment (n=1), global deterioration of health (n=1)

Data as of 30 August, 2022

75 patients enrolled and received 

at least one dose of combination regimena

Safety evaluable 

population

53 patients with at least one 

post-baseline tumor assessment 

(6 weeks ± 10 days)

• 14 patients on study for <6 weeks (not yet 

evaluable due to no post-baseline scan)

• 8 patients discontinued prior to 1st scanb

Clinical activity evaluable 

population

25 patients enrolled ≥6 months before cut-off

Median follow-up: 3.5 months

Median duration of treatment: 2.0 months

Longest follow-up
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Demographics and Baseline Characteristics

72 (96%) patients had adenocarcinoma, 1 (1%) had squamous histology, and 2 (3%) had unclassified/undifferentiated carcinoma

Data as of 30 August, 2022. Median follow-up 3.5 months

Concurrent 400 mg BID Adagrasib + Pembrolizumab

(n=75)

Median age (range), years 66 (40–84)

Female, n (%) 38 (51)

Race, n (%)

White

Black or African American

Asian / Other

67 (89)

5 (7)

3 (4)

ECOG PS, n (%)

0 / 1 26 (35) / 49 (65)

PD-L1 status, n (%)

<1%

1–49%

≥50%

11 (15)

28 (37)

36 (48)

Smoking history, n (%)

Never smoker 

Current smoker / former smoker

1 (1)

74 (99)

Baseline metastases, n (%)

Bone

CNS

Adrenal

Liver

30 (40)

9 (12)

10 (13)

15 (20)
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Treatment-Related Adverse Events

aGr 4 TRAEs comprised 1 case each of pneumonitis, neutropenia and pulmonary embolism. bOccurring in >15% of patients (any grade). Additional TRAEs of interest include 1 (1%) patient with Gr 1 blood bilirubin increased, 

1 (1%) with Gr 2 pancreatitis, 2 (3%) with Gr 3 hepatitis, 8 (11%) with Gr 3 lipase increased, 2 (3%) with Gr 3–4 pneumonitis, and 2 (3%) with Gr 1–2 QT prolongation. cNo patients discontinued only adagrasib due to a TRAE

Data as of 30 August, 2022. Median follow-up 3.5 months. Median duration of treatment 2.0 months

Most Frequent TRAEs
Concurrent 400 mg BID Adagrasib + Pembrolizumab

(n=75)

TRAEs, % Any grade Grade 1 Grade 2 Grade 3 Grade 4

Any TRAEs 83% 15% 24% 40% 4%a

Most frequent TRAEsb, % 

Nausea 48% 24% 19% 5% 0%

Diarrhea 43% 33% 5% 4% 0%

Vomiting 24% 13% 9% 1% 0%

ALT increased 21% 7% 7% 8% 0%

AST increased 21% 7% 5% 9% 0%

Fatigue 21% 9% 8% 4% 0%

Decreased appetite 20% 11% 9% 0% 0%

Amylase increased 16% 5% 11% 0% 0%

▪ There were no Grade 5 TRAEs

▪ Median time to onset for ALT increase and AST increase was 26 and 37 days, respectively; only 1 patient experienced new 

onset treatment-related ALT/AST increase after 3 months

▪ TRAEs led to adagrasib dose reduction in 23/75 (31%) patients and to dose interruption in 31/75 (41%) patients

▪ TRAEs led to discontinuation of both drugs in 2/75 (3%) patients and only pembrolizumab in 2/75 (3%)c patients 
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Tumor Response

aClinical activity evaluable population includes patients who received at least one dose of adagrasib (400 mg BID) + pembrolizumab and had measurable disease at baseline and at least one post-baseline tumor assessment. bIn the clinical evaluable 

population including patients who discontinued prior to first scan for reasons not related to treatment (n=61), ORR was 43% (26/61) 

Data as of 30 August, 2022. Median follow-up 3.5 months. Median duration of treatment 2.0 months

Concurrent 400 mg BID Adagrasib 
+ Pembrolizumab

(n=53)a,b

Objective response rate, n (%)

95% CI

26 (49)

35–63

Best overall response, n (%)

Complete response

Partial response

Stable disease

Progressive disease

1 (2)

25 (47)

21 (40)

6 (11)

Disease control rate, n (%)

95% CI

47 (89)

77–96

▪ ORR includes confirmed and unconfirmed CR/PR; 2 PRs were confirmed after data cut-off, and 3 responses remain 

unconfirmed, but patients remain on treatment 
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Best Tumor Change from Baseline 

Clinical activity evaluable population (n=53). One patient had only one post-baseline tumor assessment of PD due to new lesion; target lesions were not measured, therefore not included in the plot. Responses include target lesion tumor regression, 

as well as non-target lesion assessment
aIncludes confirmed and unconfirmed CR/PR

Data as of 30 August, 2022. Median follow-up 3.5 months

▪ Objective responses were observed in 49% (26/53)a of patients across all PD-L1 levels, with a disease control rate of 

89% (47/53)

▪ Responses were observed in 59% (13/22)a of patients with PD-L1 TPS ≥50%, 48% (10/21)a with PD-L1 TPS 1–49%, 

and 30% (3/10)a with PD-L1 TPS <1%
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Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Duration of Treatment

▪ Median time to response was 1.4 monthsa

▪ Of 26 patients who responded, 6 achieved response after >2 months of treatment

▪ Treatment is ongoing in 66% (35/53) of patients, including in 24 patients with response

Clinical activity evaluable population (n=53). aBased on confirmed responses

Data as of 30 August, 2022. Median follow-up 3.5 months
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Clinical activity evaluable population who were enrolled ≥6 months before data cut-off (n=25)

Data as of 30 August, 2022. Median follow-up 3.5 months

Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Efficacy in Patients Enrolled for ≥6 months 

Safety evaluable population

75 patients enrolled and 

received at least one dose of 

combination regimen

Clinical activity evaluable 

population

53 patients with at least one 

post-baseline tumor 

assessment 

(6 weeks ± 10 days)

25 patients enrolled 

≥6 months before cut-off
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▪ For clinical activity evaluable patients who were enrolled ≥6 months before data cut-off, ORR was 56% (14/25)
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Clinical activity evaluable population who were enrolled ≥6 months before data cut-off (n=25)

Data as of 30 August, 2022. Median follow-up 3.5 months

Adagrasib + Pembrolizumab in Treatment-Naïve KRASG12C-mutated NSCLC: 

KRYSTAL-7 Efficacy in Patients Enrolled for ≥6 months 

Safety evaluable population

75 patients enrolled and 

received at least one dose of 

combination regimen

Clinical activity evaluable 

population

53 patients with at least one 

post-baseline tumor 

assessment 

(6 weeks ± 10 days)

25 patients enrolled 

≥6 months before cut-off
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▪ For clinical activity evaluable patients who were enrolled ≥6 months before data cut-off, ORR was 56% (14/25)
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▪ The KRYSTAL-1 and KRYSTAL-7 trials evaluating concurrent adagrasib + pembrolizumab are the 

largest dataset evaluating a KRASG12C inhibitor in combination with a PD-1/L1 checkpoint inhibitor as 

first-line treatment for patients with NSCLC harboring a KRASG12C mutation

▪ In this preliminary analysis, concurrent adagrasib + pembrolizumab had a manageable safety profile, 

consistent with either agent as monotherapy, and with a low rate of TRAEs leading to discontinuation

▪ Liver-related TRAEs were predominantly low grade, occurred early in treatment, and only one patient 

experienced new onset after 3 months

▪ Adagrasib + pembrolizumab demonstrated promising preliminary activity across all PD-L1 subgroups

▪ Based on these findings, Phase 3 trials are planned in first-line NSCLC, evaluating concurrent 

adagrasib 400 mg BID + pembrolizumab versus standard-of-care by PD-L1 status

Conclusions

Copies of this presentation can be obtained through Quick Response (QR) Code.

Copies are for personal use only and may not be reproduced without permission of the authors.

For more information contact Mirati Medical Information at medinfo@mirati.com

mailto:medinfo@mirati.com


KRYSTAL-1/KRYSTAL-7: Adagrasib (MRTX849) + pembrolizumab in NSCLC

14

▪ The patients and their families for making this trial possible

▪ The clinical study teams and investigators for their work and contributions

▪ This study is supported by Mirati Therapeutics, Inc.

▪ All authors contributed to and approved this presentation; writing and editorial assistance were 

provided by Victoria Eyre-Brook, PhD, of Ashfield MedComms, an Inizio company, funded by 

Mirati Therapeutics, Inc.

Acknowledgments



KRYSTAL-1/KRYSTAL-7: Adagrasib (MRTX849) + pembrolizumab in NSCLC

15

Investigators
Carlos Aguado

Hospital Clinico San Carlos

Firas Badin

Baptist Health Medical Group Hematology and 

Oncology

David Berz

Beverly Hills Cancer Center

Emilio Bria

Fondazione Policlinico Universitario Agostino 

Gemelli

Debora Bruno

University Hospitals Cleveland Medical Center

Alejandro Calvo

Kettering Cancer Center

Maria Rosario Garcia Campelo

Complejo Hospitalario Universitario A Coruña

Izabela Chmielewska

Ms Pneumed J. Milanowski, K. Szmygin-

milanowska SP.J.

Shaker Dakhil

Cancer Center of Kansas

Angelo Delmonte

Istituto Romagnolo per lo Studio dei Tumori Dino 

Amadori, IRST

Filippo de Marinis

European Institute of Oncology, IRCCS 

Manuel Domine

Hospital Universitario Fundacion Jimenez Diaz

Xiaorong Dong

Union Hospital affiliated to Tongji Medical College

Huazhong University of Scien

Rafał Dziadziuszko

Osrodek Badan Klinicznych Wczesnych Faz

Makenzi Evangelist

New York Oncology Hematology

Bruno Fang

Astera Cancer Care

Amir Faridi

Texas Oncology-Denison

Enriqueta Felip

Hospital Universitari Vall d'Hebron

Shirish Gadgeel

Henry Ford Cancer Institute

Stephanus Gans

Ziekenhuis St Jansdal Harderwijk

Marina Garassino

University of Chicago Medical Center

Maria Pilar Garrido

Hospital Universitario Ramon y Cajal

Manuel Domine Gomez

Hospital Universitario Fundacion Jimenez Diaz

Wei Gu

Nanjing First Hospital

Qisen Guo

Shandong Cancer Hospital

David Hakimian

USOR - Illinois Cancer Specialists

Balazs Halmos

Montefiore Medical Center

Andres Aguilar Hernandez

Hospital Universitari Dexeus

Henrik Illum

Texas Oncology - Bedford

Pasi A. Jänne

Dana-Farber Cancer Institute

Robert Jotte

USOR - Rocky Mountain Cancer Centers

Fadi Kayali

Florida Cancer Specialists

Ebenezer Kio

Goshen Center for Cancer Care

Janessa Laskin

British Columbia Cancer Center

Shun Lu

Shanghai Chest Hospital

Margarita Majem

Hospital de la Santa Creu i Sant Pau

Alessandro Morabito

Istituto Nazionale Tumori IRCCS Fondazione G. 

Pascale

Allan Espinosa Morazan

USOR - Arizona Oncology - Prescott Valley

Ernesto Nadal

Institut Català d'Oncologia - Hospital Duran i 

Reynals (ICO L'Hospitalet)

Tunde Nagy

Orszagos Onkologiai Intezet

Kruti Nair

Texas Oncology-The Woodlands

Gyula Ostoros

Orszagos Koranyi TBC Es Pulmonologiai Intezet

David Oubre

Pontchartrain Cancer Center

Kaushal Parikh

John Theurer Cancer Center

Luis Paz-Ares

Hospital Universitario 12 de Octubre

Jason Porter

West Cancer Center

Muhammad Riaz

University of Cincinnati

Donald Richards

Texas Oncology-Tyler

Alyssa Rieber

USOR - Texas Oncology - Fredericksburg

Jorge Rios-Perez

Mark H. Zangmeister Cancer Center

Eric Schaefer

Highlands Oncology Group

Natale Sheehan

Jackson Oncology Associates

Dennis Slater

Eastern CT Hematology and Oncology Associates

Egbert F. Smit

The Netherlands Cancer Institute

Alexander Spira

Virginia Cancer Specialists

Thomas Stinchcombe

Duke University Medical Center

Nuria Viñolas

Hospital Clinic de Barcelona

Santiago Viteri

Hospital Universitari Dexeus

Manasa Vulchi

St. Joseph Heritage Healthcare - Santa Rosa

Bo Wang

USOR - Willamette Valley Cancer Institute and 

Research Center

Patrick Ward

USOR - Oncology Hematology Care

Jared Weiss

University of North Carolina

Mary Huerter Wells

Nebraska Cancer Specialists - Midwest Cancer

Center

Edwin Yau

Roswell Park Comprehensive Center



KRYSTAL-1/KRYSTAL-7: Adagrasib (MRTX849) + pembrolizumab in NSCLC

16

1. Nassar AH, et al. N Engl J Med. 2021;384:185–187

2. Hallin J, et al. Cancer Discov. 2020;10:54–71

3. Jänne PA, et al. Presented at: 2020 EORTC-NCI-AACR Symposium on Molecular Targets and Cancer Therapeutics

4. Ou S-HI, et al. J Clin Oncol. 2022;23:2530–2538 

5. Jänne PA, et al. N Engl J Med. 2022;387:120–31

6. Sabari JK, et al. Presented at ASCO Annual Meeting 2022

7. Klempner S, et al. Presented at: 2022 ESMO Congress

8. Johnson ML, et al. Presented at: 2020 EORTC-NCI-AACR Symposium on Molecular Targets and Cancer Therapeutics

9. Bekaii-Saab, TS et al. Presented at: 2022 ASCO Gastrointestinal Cancers Symposium

10. Briere DM, et al. Mol Cancer Ther. 2021;20:975–985

11. Hallin J, et al. Presented at: NCI Fourth RAS Initiative Symposium 2022

References



KRYSTAL-1/KRYSTAL-7: Adagrasib (MRTX849) + pembrolizumab in NSCLC

17

ALT, alanine aminotransferase

AST, aspartate aminotransferase

BID, twice daily

C1, cycle 1

CI, confidence interval

CNS, central nervous system

CR, complete response

ctDNA, circulating tumor deoxyribonucleic acid

D8, day 8

DOR, duration of response

ECOG PS, Eastern Cooperative Oncology Group Performance Status

Gr, grade

IHC, immunohistochemistry

IV, intravenous

KRAS, Kirsten rat sarcoma

Abbreviations

NSCLC, non-small cell lung cancer

ORR, objective response rate

OS, overall survival

PD, progressive disease

PD-1, programmed cell death protein-1

PD-L1, programmed cell death ligand 1

PFS, progression-free survival

PK, pharmacokinetics

PR, partial response

Q3W, every 3 weeks

RECIST v1.1, response evaluation criteria in solid tumors version 1.1

SD, stable disease

TPS, tumor proportion score

TRAE, treatment-related adverse event


